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PRELIMINARY AMENDMENT 



Sir: 

Please amend the above identified application as follows: 



IN THE CLAIMS 



Cancel Claims 1-12, and 22-27 without prejudice. 

Replace Claim 13 with the like numbered claim below. 

13. (AMENDED) A compound selected from a compound of the 
formula: 
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or 



or a pharmaceutical^ acceptable salt or solvate thereof, wherein : 

one of a, b, c and d represents N or NR 9 wherein R 9 is O", -CH 3 or 
-(CH 2 )nC0 2 H wherein n is 1 to 3, and the remaining a, b, c and d groups 
represent CR 1 or CR 2 ; or 

each of a, b, c, and d are independently selected from CR 1 or CR 2 ; 
each R 1 and each R 2 is independently selected from H, halo, -CF3, 
-OR10, -COR 10 -SR10, -S(0) t R 11 (wherein t is 0, 1 or 2), -SCN, -N(R 10 ) 2 ,' 
-N0 2 , -OC(0)R 10 -CO2R 10 , -OC0 2 R 11 , -CN, -NHC(0)R10, -NHS0 2 R 10 , 
-CONHR10, -CONHCH 2 CH 2 OH, -NR 10 COOR 11 , -SR 11 C(0)OR 11 , * 



-SR 11 N(R 7 5) 2 (wherein each R 75 is independently selected from H and 
-C(0)OR 11 ), benzotriazol-1-yloxy, tetrazol-5-ylthio, or substituted tetrazol- 
5-ylthio, alkynyl, alkenyl or alkyl, said alkyl or alkenyl group optionally 
being substituted with halo, -OR 10 or -C0 2 R 10 ; 

R 3 and R 4 are the same or different and each independently 
represents H, any of the substituents of R 1 and R 2 , or R3 and R 4 taken 
together represent a saturated or unsaturated C5-C7 fused ring to the 
benzene ring; 

R 5 , R 6 , R 7 and R 8 each independently represents H, -CF 3 , -COR 10 , 
alkyl or aryl, said alkyl or aryl optionally being substituted with -OR 10 , 




-SR10, -S(0) t RH, -NR^COOR^, -N(R 1 0) 2 , -N0 2 , -COR 1 °, -OCOR™, 
-OC0 2 R 11 , -C0 2 R 1 °, OPO3R 10 or one of R5, R6, r7 anc j r8 C an be taken 
in combination with R 40 as defined below to represent -(CH2)r wherein r is 
1 to 4 which can be substituted with lower alkyl, lower alkoxy, -CF3 or aryl, 
or R 5 is combined with R 6 to represent =0 or =S and/or R 7 is combined 
with R 8 to represent =0 or =S; 

R 10 represents H, alkyl, aryl, oraralkyl; 

R 11 represents alkyl or aryl; 

X represents N, CH or C, which C may contain an optional double 
bond, represented by the dotted line, to carbon atom 1 1 ; 

the dotted line between carbon atoms 5 and 6 represents an 
optional double bond, such that when a double bond is present, A and B 
independently represent -R™, halo, -OR 1- ", -OC0 2 R 11 or -OC(0)R 10 , and 

when no double bond is present between carbon atoms 5 and 6, A and B 
each independently represent H 2 , -(0R 11 ) 2 ; H and halo, dihalo, alkyl and 
H, (alkyl) 2 , -H and -OC(0)R 10 , H and -OR 10 , =0, aryl and H, =NOR™ or 
-0-(CH 2 ) p -0- wherein p is 2, 3 or 4; 

R 20 , R 21 and R 46 are each independently selected from the group 
consisting of: 
d) H; 

(2) -(CH 2 ) q SC(0)CH 3 wherein q is 1 to 3; 

(3) -(CH 2 ) q OS0 2 CH3 wherein q is 1 to 3; 

(4) -OH; 

(5) -CS(CH 2 ) w (substituted phenyl) wherein w is 1 to 3 and the 
substitutents on said substituted phenyl group are the same substitutents 
as described below for said substituted phenyl; 

(6) -NH 2 ; 

(7) -NHCBZ; 

(8) -NHC(0)OR 22 wherein R 22 is an alkyl group having from 1 to 5 
carbon atoms, or R 22 represents phenyl substituted with 1 to 3 alkyl 
groups; 

(9) alkyl; 

(10) -(CH 2 )kPhenyl wherein k is 1 to 6; 

(11) phenyl; 

(12) substituted phenyl wherein the substituents are selected from 
the group consisting of: halo, N0 2 , -OH, -OCH3, -NH 2 , -NHR 22 , -N(R 22 ) 2 , 



alkyl, -0(CH2)tphenyl (wherein t is from 1 to 3), and -0(CH 2 )tsubstituted 
phenyl (wherein t is from 1 to 3); 

(13) naphthyl; 

(14) substituted naphthyl, wherein the substituents are as defined 
for substituted phenyl above; 

(15) bridged polycyclic hydrocarbons having from 5 to 10 carbon 
atoms; 

(16) cycloalkyl having from 5 to 7 carbon atoms; 

(17) heteroaryl; 

(18) hydroxyalkyl; 

(19) substituted pyridyl or substituted pyridyl N-oxide wherein the 
substituents are selected from methyl pyridyl, morpholinyl, imidazolyl, 
1-piperidinyl, 1-(4-methylpiperazinyl), -S(0)tR 11 , or any of the substituents 

given above for said substituted phenyl, and said substitutents are bound 
to a ring carbon by replacement of the hydrogen bound to said carbon; 



(23) -NHC(OMCH 2 )k-phenyl or -NH(OMCH 2 ) k -substitued phenyl, 
wherein said k is as defined above; 

(24) piperidine Ring V: 



wherein R 50 represents H, alkyl, alkylcarbonyl, alkyloxycarbonyl, haloalkyl, 
or -C(0)NH(R 1 °) wherein R 10 is H or alkyl; 

(25) -NHC(0)CH 2 C 6 H 5 or -NHC(0)CH 2 -substituted-C 6 H 5 ; 

(26) -NHC(0)OC 6 H 5 ; 



(20) 



(21) 



(22) 





(27) (28) 



Yr 





(30) -OC(0)-heteroaryl; 

(31) -O-alkyl; and 

(32) -CF 3 ; 

(33) -CN; 

(34) a heterocycloalkyl group of the formula 

/ \ 
-N S(0) t 



N O N ) N N-R 10 1 

w \__y \^_y 



^ ; and 



(35) a piperidinyl group of the formula 

h 2 n. 



N — ' o 



R 85 



wherein R 85 is H, alkyl, or alkyl substituted by -OH or -SCH3; or 

R 20 and R 21 taken together form a =0 group and the remaining R 46 

is as defined above; or 

Two of R 20 , R 21 and R 46 taken together form piperidine Ring V 

V N-R 50 



wherein R 50 is as defined above; 

with the proviso that R 46 , R 20 and R 21 are selected such that the 
carbon atom to which they are bound does not contain more than one 
heteroatom; 

R 44 represents 



-N, 



X 5 

V 8 



wherein R 25 represents heteroaryl, N-methylpiperdinyl oraryl; and R 48 
represents H or alkyl; 



Z represents O or S; and 

wherein for the compounds of Formula 5.2 the substituents R 20 , 
r21 i a nd R 46 are selected such that when one of said substituents R 20 , 
R21, and R 46 is selected from the group consisting of: (1) H, (4) -OH, 
(6) -NH 2> (8) -NHC(0)OR 22 (9) alkyl, (1 1) phenyl, (17) heteroaryl, 
(18) hydroxyalkyl, (19) substituted pyridyl, (12) substituted phenyl and 
(31 ) -O-alkyl, then the remaining two of said substituents R 20 , R 21 and R 46 
cannot both be H when: (a) R 1 and R 2 are both H, and (b) the double bond 
between C-5 and C-6 is absent, and (c) both A and B are H 2 , and (d) R 4 is 

H, and (e) R 3 is H or CI at C-8. 



IN THE SPECIFICATION 

On page 1, below the title, insert: 



" REFERENCE TO RELATED APPLICATIONS 

This is a divisional of Application 
Serial No. 09/350,870 filed July 9, 1999, 
which in turn is a continuation of Application 
Serial No. 08/971,038 filed November 14, 
1997 (now abandoned), which in turn is a 
division of Application Serial No. 08/450,288 
filed May 25, 1995 (now U.S. 5,696,121), 
which in turn is a continuation of Application 
Serial No. 08/410,187 filed March 24, 1995 
(now U.S. 5,719,148), which in turn is a 
continuation-in-part of Application Serial No. 
08/312,028 filed September 26, 1994 (now 
abandoned), which in turn is a continuation- 
in-part of Application Serial No. 08/137,862 
filed October 15, 1993 (now abandoned)." 
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REMARKS 

The amendments to Claim 13 incorporate the limitations of 
cancelled Claim 1 . 

Claims 13-21 remain in the Application. 



Respectfully submitted, 



Henry $f. Je^rtette 
Reg. No. 30, 856 
Attorney for Applicants 
(908) 298-5041 



Doc. No. 21336v1 
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Claim Showing Amendments Made 

1 3. (AMENDED) A compound selected from a compound of the 
formula: 
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A.. 



B 



A. 



B 



C X 



1ST 

X > 

Z N 



or 



.; as, 

ru 

CP 

: -fa 



or a pharmaceutically acceptable salt or solvate thereof, wherein : 

one of a, b. c and d represents N or NR 9 wherein R 9 is Q~. -CHh or 

-(CH? ) n CQ2 H wherein n is 1 to 3. and the remaining a, b, c and d groups 

represent CR 1 or CR 2 : or 

each of a. b. c, and d are independently selected from CR 1 or CR 2 ; 
each R 1 and each R 2 is independently selected from H. halo. -CF 3, 

-OR 10 . -COR 10 . -SR 10 -SfO^tR 11 (wherein t is 0, 1 or 2\ -SCN. -N(R 10 b . 

-NO 9 . -OCfOR 10 . -CO9R 10 . -OCQ 2 R 11 . -CN. -NHCfO^R 10 . -NHSO^R 10 . 

-CONHR 10 . -CONHCH9CH9OH, -NR 10 COOR 11 . -SR 11 C(OK)R 11 . 



-SR 11 N(R 75 )9 (wherein each R 75 is independently selected from H and 
-C(0)OR 11 ), benzotriazol-1-vloxy, tetrazol-5-ylthio, or substituted tetrazol- 
5-ylthio, alkvnyl. alkenyl or alkvl, said alkvl or alkenvl group optionally 
being substituted with halo, -OR 10 or -CO9R 10 : 

R 3 and R 4 are the same or different and each independently 
represents H. any of the substituents of R 1 and R 2 , or R 3 and R 4 taken 
together represent a saturated or unsaturated C5-C7 fused ring to the 

benzene ring: 

R 5 . R 6 . R 7 and R 8 each independently represents H. -CF 3 . -COR 10 , 
alkvl or arvl, said alkvl or arvl optionally being substituted with -OR 10 , 
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-SR 1 Q -S(Q)tR 11 . -NR 1Q COORl 1 . -N(R 1Q )9, -NO9, -CORlQ, -OCORlQ, 
-OCO9R 11 . -COgR™. OPO ^ R 10 or one of R5. R6. R7 and R8 can be taken 
in combination with R 40 as defined below to represent -(CH?V- wherein r is 
1 to 4 which can be substituted with lower alkvl, lower alkoxy, -CF 3 or aryl, 
or R 5 is combined with R 6 to represent =0 or =S and/or R 7 is combined 
with R 8 to represent =0 or =S: 

R 1Q represents H, alkvl, aryl, or aralkyl; 

R 11 represents alkyl orarvl; 

X represents N, CH or C, which C may contain an optional double 
bond, represented by the dotted line, to carbon atom 1 1 ; 

the dotted line between carbon atoms 5 and 6 represents an 
optional double bond, such that when a double bond is present, A and B 
independently represent -R 1Q , halo, -OR 11 , -OCO9R 11 or -QC(Q)R 1Q . and 

when no double bond is present between carbon atoms 5 and 6, A and B 
each independently represent H?, -(OR 11 b: H and halo, dihalo, alkvl and 
H. (alkylb. -H and -OCfO)R 1 o, H and -OR™. =0. arvl and H. =NQR 1Q or 
-O-fChby-O- wherein p is 2. 3 or 4: 

R 20 , R 21 and R 46 are each independently selected from the group 
consisting of: 

(U Hi 

(2) -(CHg ) a SC(Q)CH 3 wherein q is 1 to 3; 

(3) -(CHg l flOSOgCH * wherein q is 1 to 3; 

(4) -OH: 

(5) -CSfCHgWsubstituted phenyl) wherein w is 1 to 3 and the 
substitutents on said substituted phenyl group are the same substitutents 
as described below for said substituted phenyl: 

m 1NH2: 

(7) -NHCBZ: 

(8) -NHC(OK)R 22 wherein R 22 is an alkvl group having from 1 to 5 
carbon atoms, or R 22 represents phenyl substituted with 1 to 3 alkvl 
groups; 

(9) alkvl: 

(10) -(CH? ) u-phenvl wherein k is 1 to 6: 

(11) phenyl: 

(12) substituted phenyl wherein the substituents are selected from 
the group consisting of: halo. N0 Z . -OH, -OChh, -NH 9 . -NHR 22 . -N(R 22 b . 
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alky], -OfCHb^phenvl (wherein t is from 1 to 3). and -CXChb j tsubstituted 
phenyl (wherein t is from 1 to 3): 

(13) naphthvl: 

(14) substituted naphthvl, wherein the substituents are as defined 
for substituted phenyl above; 

(15) bridged polvcvclic hydrocarbons having from 5 to 10 carbon 
atoms: 

(16) cvcloalkvl having from 5 to 7 carbon atoms: 

(17) heteroaryl: 

(18) hvdroxvalkvl: 

(19) substituted pvridyl or substituted pyridyl N-oxide wherein the 
substituents are selected from methylpyridyl. morpholinyl, imidazolvl, 
1-piperidinyl, 1-(4-methvlpiperazinyl). -S(Q)tR 11 . or any of the substituents 

given above for said substituted phenyl, and said substitutents are bound 
to a ring carbon by replacement of the hydrogen bound to said carbon: 



(23) -NHCfOHCH9 yphenyi or -NWOHCH^-substitued phenyl, 
wherein said k is as defined above: 

(24) piperidine Ring V: 



wherein R 50 represents H. alkyl. alkylcarbonvl. alkyloxvcarbonvl, haloalkvl, 
or -C(O)NHfRiQ) wherein R 1Q is H or alkvl: 

(25) -NHC(0)CH z CrH * or -NHC(Q)CH2-substituted-Cg H f : 
(26) -NHC(0)OC 6H5i 



X201 



mi 



122) 
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(27) 


(28) 


(29) 


T 




I 

S 




\ /SO 


J 


V 


-J w. ; 




(30} 


-OC(OVheteroarvl: 




(31) 


-O-alkvl: and 




(32) 


-cf 3 : 




(33) 


-CN: 





(34 ^ a heterocvcloalkvl group of the formula 

-l/ \) — N / \ — N \-R 10 — N S(0) t 

www w :and 

(351 a piperidinvl group of the formula 




wherein R85 is H. alkvl. or alkvl substituted bv -O H or -SCHrv. or 

R2Q and R21 taken together form a =Q orouo and the remaining R 46 

is as defined above: or 

Two of R 20 . R 21 and R 46 taken together form pjperidine Ring V 




wherein R 50 is as defined above; 

with the proviso that R 4 ^. R 20 and R 21 are selected such that the 
carbon atom to which thev are bound does not contain more than one 
heteroatom: 

R 44 represents 




wherein R 25 represents heteroarvl. N-methvloip erdinvl or arvl: and R 48 
represents H or alkvl: 
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Z represents O or S: and 

[all the substituents are as defined in Claim 1 , and] wherein for the 
compounds of Formula 5.2 the substituents R 20 , R 21 , and R 46 are 
selected such that when one of said substituents R 20 , R 2 "i, and R 46 is 
selected from the group consisting of: (1) H, (4) -OH, (6) -NH2, 
(8) -NHC(0)OR 22 (9) alkyl, (11) phenyl, (17) heteroaryl, (18) hydroxyalkyl, 
(19) substituted pyridyl, (12) substituted phenyl and (31) -O-alkyl, then the 
remaining two of said substituents R 20 , R 21 and R 46 cannot both be H 
when: (a) R 1 and R 2 are both H, and (b) the double bond between C-5 and 
C-6 is absent, and (c) both A and B are H 2 , and (d) R 4 is H, and (e) R 3 is 
H or CI at C-8. 



